APR-24-2006 HON 05: i2 PM SALIWANCHIK, LLOYD&SALIWA FAX NO. 3523725800 



P. 04 



3 Docket No. MET-037CXT 

Serial No. 09/900,364 

In the Claims 

1 . (Previously Presented) A pharmaceutical composition comprising a phaimaceutically 
effective amount of at least one insulin secretagogue and a phaimaceutically effective amount of at 
least one FBPase inhibitor, wherein said insulin secretagogue is selected from a groi^ consisting of 
svilfonylurea antidiabetic agents and non-sulfonylurea antidiabetic agents, and the FBPase inhibitor is 
selected from the group consisting of formulae I and lA and phaimaceutically acceptable prodrugs 
and salts thereof, wherein formulae I and lA are as follows: 

O R^^ O 

rV-P— M and R^^ C(0)— (CR^2r13j_,^_P_^^ 

YR^ (D OA) NR^^R-"^ 

wherein w vivo or in vitro compoimds of formulae I and lA are converted to M-POa^, which inhibits 

FBPase, and wherein: 

Y is independently selected from -0- and -NR^ with the provisos that: 

when Y is -0-, the attached to -O- is independently selected from -H, alkyl, 
optionally substituted ary 1, optionally substituted alicyclic where the cyclic moiety contains a 
carbonate or a thiocarbonate, optionally substituted -aiylalkyU -C(R )20C(0)NR 2, 
-NR'-C(0)-R^ -C(RV OC(0)R^ -C(RV0-C(0)0R\ -C(R')20C(0)SR^ 
-alkyl-S-C(0)R^ -alkyl-S-S-alkylhydroxy, and -alkyl-S-S-S-alkylhydroxy; 

when Y is -NR*^-, the R^ attached to -NR**- is independently selected from -H, 
-[C(R^)2]q-COOR^ -C(R^COOR^ -[C(R^)2]q-C(0)SR. and -cycloaIkylene-COOR^ where q 
is 1 or 2; 

when only one Y is which -O- is not part of a cyclic group containing the other 
Y, the other Y is -N(R^*)-(CR*^R"^)-C(0)-R^^ and 

when Y is independently selected from -O- and -NR^ together R* and R^ are 
alkyl-S-S-aJkyl- and fomci a cyclic group, or together, R^ and R* form: 
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wherein 



a) V is selected from the group of aryl, substituted aiyl, heteroaryl, substituted 
heteroaryl, 1-alkynyl and 1-alkenyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing 1 heteroatom, said cyclic group is fiised to an aryl group at the beta and 
gamma position to the Y adjacent to V; or 

Z is selected from the group of -CHR^OH , -CHR^OC(0)R^-CHR^OC(S)R^ - 
CHR^OC(S)OR^ -CHR20C(0)SR\ -CHR^0C02R^ -OR^ , -SR\ -CHR'Ns, 
-CHjaryl, -CH(ajyl)OH, -CH(CH=CR^2)0H, -CH(OCR2)OH, -R^ , -NR^, -OCOk\ - 
0C02R^ -SC0R\ -SC02R^ -NHCOR^ -NHC02R\ -CH2NHaryl, -(CHiVOR^ and - 
(CH2)p-SR^, where p is an integer 2 or 3; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing one heteroatom* and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; or 

W and W are independently selected from the group of -H, alkyl, aralkyl, alicyclic, 
aryl, substituted aryl, heteroaryl, substituted heteroaiyl, 1-alkenyl and l-alkynyl; or 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, 
optionally containing 0-2 heteroatoms. and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; 

b) V^, and W" are independently selected from the group of -H, alkyl, aralkyl, 
alicyclxc, aryl, substituted aryl, heteroaiyl, substituted heteroaryl, 1-alkenyl, and 1 -alky ay 1; 
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is selected from the group of -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ 
-CHR^0C02R^ -CHR^0C(0)SR\ ^CHR^OC(S)OR^ -CH(aryl)OH, -CH(CH=CR22)0H, 
-CH(C=CR^)OH, -SR^ -CHjNHaiyl, -CH2aiyl; or 

together and 2^ are connected via an additional 3-5 atoms to form a cyclic group 
containing 5-7 ring atoms, optionally containing 1 heteroatom, and substituted with hydroxy, 
acyloxy , alkoxycarbonylojcy, or aryloxycarbonyloxy attached to a carbon atom that is three 
atoms from a Y attached to phosphorus; 

c) V is selected from the group of -OH, -OC(0)R^ "OC02R^ and -OC(0)SR^ 
D is-H; 

is selected from the group of -H, alkyU -0R^ -OH, and -OC(0)R^ 
each is independently selected from the group of -H, alkyl, aralkyl, alicyclic, aiyl, 
substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 
with the proviso that: 

i) V, Z, W, W are not all -H and V^, Z^ W^, W are not all -H ; and 
R^ is selected from R^ and -H; 
R^ is selected from alkyl, aryl, alicyclic, and aralkyl; 

each R* is independently selected from the group of -H, alkylene, -alkylenearyl and aryl, or 
together R* and R"* are connected via 2-6 atoms, optionally including one heteroatom selected from 
the group of O, N, and S; 

R^ is selected from -H, lower aJkyl, acyloxyalkyl, alkoxycarbonyloxyalkyl, and lower acy I; 

n is an integer from 1 to 3; 

R^ * is independently selected from H, lower alkyl, aryl, and aralkyl, or. together, r'^ and R' ^ 
are connected via 1-4 carbon atoms to form a cyclic group; 

each R^^ and each R*^ is independently selected from H, lower alkyl, lower aryU lower 
aralkyl, all optionally substituted, or R^^ and R'^ together, are connected via 2-6 carbon atoms, 
optionally including 1 heteroatom selected from the group of O, N, and S, to form a cyclic group; 

each R'^ is independently selected from -OR^^ -N(R^')2. -NHR^^ -SR^^ and -NR^R^*^; 



J:\M£T\037CXT\Ama-'Rc5p\eie<!tion.do«rDNB/sl 



PAGE 6/30 * RCVD AT 4/24/2006 5:10:29 PM [Eastern Daylight Time] * Sffi^ 



APR-24-2006 HON 05:14 PM SALIMANCHIK, LLOYD&SALIWA FAX NO. 3523725800 



P. 



6 Docket No. MET-037CXT 

Serial No. 09/900,364 

R^^ is selected from -H, lower alkyl, lower aryl, and lower aralkyl, or> together, R^^ £Uid R*^ 
are connected via 2-6 atoms to form a cyclic group, wherein the cyclic group optionally includes one 
heteroatom selected from O, N, and S; 

R^^ is selected from '-(CR^^R^^)n-C(0)-R''^, -H, lower alkyl, lower aryl, and lower aralkyl, or, 
together, R^^ and R^^ are connected via 2-6 atoms to form a cyclic group, wherein the cyclic group 
optionally includes one heteroatom selected from O, N, and S; 

each R^^ is independently selected from lower alkyl, lower aryl, and lower aralkyl. or, when 
R^"* is -N(R''^)2, together, both R^'^s are connected via 2-6 atoms to form a cyclic group, wherein the 
cyclic group optionally includes one heteroatom selected from O, N, and S; 

R^*^ is selected from the group of -H, lower R^, and -C(0).lower R^; and 

M is selected from the group consisting of 



o 




wherein: 

and are independently selected from hydrogen^ hydroxy, and acy loxy, or, when taken 
together, and form a lower cyclic ring containing at least one oxygen; 

is selected from amino and lower alkyl amino; and 
is selected from alkyl and halogen; 




and 

wherein: 
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is selected from -NR^2, -NHSO^R^ -0R^^ -SR^^ halogen, lower alkyl, - 

C0N(R'*)2, guanidine, amidine, -H, and perhaloalkyl; 

is selected from -H, halogen, lower alkylthio, lower perhaloalkyl, lower alkyl, 

7 

lower alkenyl, lower aiSkynyl, lower alkoxy.-CN, and -NR 2', 

X' is selected from -alkyl(hydroxy>; -alkyl-; -alkynyl-; -aiyls -carbonyl-alkyls 
-1,1-dihaloalkyl-; -alkoxyalkyl-; -alkyloxy-; -alkylthioalkyl-; -alkylthio-; -alkylaminocarbonyl-; 
-alkylcarbonylamino-; -alicyclic-; -aralkyl-; -alkylaryl-; -alkoxycarbonyl-; -carbonyloxyalkyl-; 
-alkoxycarbonylamino-; and -alkylaminocarbonylamino-, all optionally substituted, witii the proviso 
that is not substituted with -COOR^ -SO3H. or -VO^R^; 

is selected from -H, alkyl, alkenyl, alkynyl, aryl, alicyclic, aralkyl, aryloxyalkyl, 

alkoxyalkyl, -C(0)R^ -S(0)2R', -C(0)-R' \ -CONHR^ -NR^2. and -OR^ all. except H. optionally 
substituted; 

each R'^ is independently selected from -H and alkyl, or, together, both R*s form a 
cyclic alkyl group; 

r" is selected from lower alkyl, lower aryl, lower aralkyl, and lower alicyclic; 
each R^ is independently selected from -H, lower alkyl, lower alicyclic, lower aralkyl, 

lower aiyl, and -C(0)R^°; 

each R* is independently selected from -H, lower alkyl, lower aralkyl, lower aryl, 
lower alicyclic, -C(0)R'°, or, together, both R*s ft>rm a bidentate alkyl; 

R^ ^ is selected from -H, lower alkyl. -NH2, lower aryl, and lower perhaloalkyl; and 

R' ' is selected from alkyl, aryl, -NR^2, and -OR^ 
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A 



and 




wherein: 

A. E, and L ai« independently selected fiom -NR^j, -NOj, -H, -0R\ -SR', -CX0)NR2, 

halo, -cor", -SOjR', guanidine, amidine, -NHSO2R", -SO2NRS, -CN, sulfoxide, perhaloacyl, 
perhaloaJkyl, perhaloalkoxy, C1-C5 aJkyl, C2-C5 alkenyl, Cj-Cs alkynyl, and lower alicyclic, or, 
together, A and L form a cyclic group, ot, together, L and E fonn a cyclic group, or, together, E and J 
form a cyclic group selected from the group of aryl, cyclic aUcyl, and heterocyclic; 

J is selected fiom -NR''2, -NO2, -H, -OR'. -SR', -C(0)NR^. halo, 
-C(0)R' -CN, sulfonyl, sulfoxide, pCThaloalkyl, hydroxyalkyl, perhaloalkoxy, alkyl, 
haloalkyl, aminoalkyl, alkenyl, alkynyl, alicyclic, aiyl, and aralkyl, or, together, J and Y form a cyclic 
group selected from the group of aryl, cyclic alkyl, and heterocyclic alkyU 

is selected from -alkyl(hydroxy>; -alkyl-; -alkynyl-; -aryl-; -carbonyl-alkyl-; 
-1,1-dihaloalkyl-; -alkoxyalkyl-; -alkyloxy-; -alkylthioalkyl-; -alkyltiiio-; -alkylaminocarbonyl-; 
-alkylcarbonylamino-; -alicyclic-; -aralkyl-; -alkylaryl-; -alkoxycarbonyl-; -carbonyloxyalkyl-; 
-alkoxycarbonylamino-; and -alkylaminocarbonylamino-, all optionally substituted, with the {ooviso 
that is not substituted with -COOR^, -SO3H, or -P03R^2; 

is selected from -H, alkyl, alkenyl, alkynyl, aryl, alicyclic. aralkyl, aryloxyalkyl. 
alkoxyalkyl, -C(0)R'. -S(0)2R^ -C(0)-R", -C0NHR\ -NR='2. and -OR^ all except H are optionaUy 
substituted; 

each R'' is independently selected from -H and alkyl, or, together, both R'*s form a 
cyclic alkyl group; 

R^* is selected fiom lower alkyl, lower aryl, lower aralkyl, and lower alicyclic; 
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each R' is independently selected from -H, lower alkyl, lower alicyclic, lower arallcyl, 
lower aryl, and -C(0)R'^ 

each is independently selected from -H. lower alkyl, lower aralkyl, lower aryl, 
lower alicyclic, -C(0)R'°, or, together, both R's form a bidentate alkyl; 

R''* is selected from -H, lower alkyl, -NH2, lower aryl, and lower pcrhaloalkyl; and 

R' ' is selected from alkyl, aiyl, -NR*2, and -OR^; 



A 



and 




wherein: 

is selected from -NH-, -N= and -CH=; 

is selected from — C= and — ^ — ; 
is selected from -C= and -N-; 
with the provisos that: 



when B* is -NH-, is -C= and D* is — ' 




when B' is -CH=, is -N- and D' is — C= ; and 
when B^ is 'N=, is —A— and is -C=; 

A, E, and L are independently selected from -NR^2, -NO2, -H, -OR^, -SR^, 

-C(0)NR'*2. halo. -COR^ ^ , -SO2R', guanidine, amidine, -NHSO2R", -S02NR'^2. -CN, sulfoxide, 
perhaloaoyl, perhaloallq'l, perhaloalkoxy, C1-C5 alkyl, Ci-d alkenyl, C2-C5 alkynyl, and lower 
alicyclic, or, together, A and L form a cyclic group, or, together, L and E form a cyclic group, or, 
together, E and J form a cyclic group selected from the group of aryl, cyclic alkyl, and heterocyclic; 
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J is selected from -NR*2, -N02. -H, -OR^. -Sr'', -C(0)NR'*2. halo, -C(0)R^ ^ , -CN, 
sulfonyl, sulfoxide, perhaloalkyl.hydroxyallcyl, perhaloalkoxy. alkyl, baloalkyl, aminoalkyl, alkenyl, 
aUcytiyl, alicyclic, aryl, and aralkyl, or together with Y forms a cyclic group selected from the group 
of aryl, cyclic alkyl and heterocyclic alkyl; 

is selected from -alkyl(hydroxy>, -alkyl-. -alkynyl-, -aryl-, -carbonyl-alkyl-, 
-1,1-dihaloalKyl-, -alkoxyalkyl-, -alkyloxy-, -alkylthioalkyl-, -alkylthio-, -allQ'laminocarbonyl-, 
-alkylcarbonylamino-, -alicyclic-, -aralkyl-, -alkylaryl-, -alkoxycarbonyl-, -carbonyloxyalkyl-, 
-alkoxycarbonylamino-, and -alkylaminocarbonylamino-, all optionally substituted; with the proviso 
that is not substituted with -COOR^ -SO3H. or -POaR^j; 

is selected from -H, alkyl, alkenyl, alkynyl, aryl, alicyclic, aralkyl, aryloxyalkyl, 

alkoxyalkyl, -C(0)R'. -S(0)2R'. -C(0)-R'^ -CONHR', -NR^2, and -OR^ all except H are 
optionally substituted; 

r"^ is independently selected from -H and alkyl, or together R^ and R'* form a cyclic 

alkyl group; 

R^^ is selected from lower alkyl, lower aiyl, lower aralkyl, and lower alicyclic; 
R^ is independently selected from -H, lower alkyl, lower alicyclic, lower aralkyl, 

lower aryl, and-C(0)R^^; 

R* is independently selected from -H, lower alkyl, lower aralkyl, lower aiyl, lower 
alicyclic, -C(0)R"*, or together they form a bidentate alkyl; 

r"* is selected from -H, lower alkyl, -NH2, lower aiyl, and lower perhaloalkyl; 

r' 4s selected from alkyl, aryl, -NR^2 and -OR^ 




and 

wherein: 
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each G is independently selected from C, N, O. S, and Se, and wherein not more than 
one G is O, S, or Se, and not more than one G is N; 

each G' is independently selected from C and N and wherein no more than two G' 

groups are N; 

A is selected from -H, -NR^2, -C0NR\ -CCbR^ halo, -S(0)R^ -S02R\ alkyl, 
alkenyl. alkynyl, perhaloaUcyl, haloalkyl. aryl, -CH2OH, -CHiNR^z, -CH2CN, -CN, -C(S)NH2, -OR^ 
-SR^ -N3. -NHC(S)NR'*2, -NHAc, and nuU; 

each B and D are independently selected from -H, alkyl, alkenyl, alkynyl, aryl, 
alicydic, aralkyl, alkoxyalkyl, -C(0)R'\ "C(0)SR^ -S02R'^ -S(0)R\ -CN, -NR'2, -OR^ -SR^ 
perhaloalkyl, halo, -NO2, and null, all except -H, -CN, perhaloalkyl, -NO2, and halo are optionally 
substituted; 

E is selected from -H, alkyl, alkenyl, alkynyl, aiyl, alicyclic, alkoxyalkyl, -C(0)0R\ - 
C0NR^2, -CN, -NR*^2. -NO2, -OR^ -SR^ perhaloalkyl, halo, and null, all except -H, -CN, 
perhaloalkyl, and halo are optionally substituted; 

J is selected from -H and null; 

X is an optionally substituted linking group that links R^ to the phosphorus atom via 
2-4 atoms, including 0-1 heteroatoms selected ftom N, O, and S, except that if X is urea or 
carbamate there are 2 heteroatoms, measured by the shortest path between R^ and the phosphorus 
atom, and wherein the atom attached to the phosphorus is a carbon atom, and wherein X is selected 
from furan-2,5-diyl, -alkyl(hydroxy>, -alkynyl-, -heteroaryl-, -carbonylalkyl-, -1,1-dihaloalkyl-, 
-alkoxyalkyl-, -alkyloxy-, -alkyltbioalkyl-, -alkyl-, -thio-, -alkylaminocarbonyl-, 
-alkylcarbonylamino-, -alkoxycarbonyl-, -carbonyloxyalkyl-, -alkoxycarbonylamino-, and 
-alkylaminocarbonylamino-, all optionally substituted; with the proviso that X is not substituted with 
^CO0R^ -SO3H, or -P03R^2; 

R^ is selected from R^ and -H; 

R^ is selected from alkyl, aryl, alicyclic, and aralkyl; 

each R"^ is independently selected from -H, and alkyl, or together R'* and R'* form a 
cyclic alkyl group; 
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each is independently selected from -H, alkyi, aralkyl, and alicyclic, or together 
and form a cyclic alkyl group or a heterocyclic group where the heteroatom is selected from the 
group of O, S and N; 

R'^ is selected from alkyU aryl, -NR^2, and -OR^; 

and with the proviso that: 

1) when G' is N. then the respective A, B, D, or E is null; 

2) at least one of A and B, or A, B, D, and E is not selected from -H or null; 

3) when R^ is a six-membered ring, then X is not any 2 atom linker, an 
optionally substituted -alkyloxy-, or an optionally substituted -alkylthio-; 

4) when G is N, then the respective A or B is not halogen or a group directly 
bonded to G via a heteroatom; 

5) when X is not an -aryl- group, then R^ is not substituted with two or more 



aryl groups; 




wherein: 

G" is selected from -O- and -S-; 

A^ E^ and are selected from -NR^^^ -NO^, -H, -OR^ -SR^ -C(0)NR^2, halo, 

-COR^^ -S02R^ guanidinyl, amidinyl, aryl, aralkyl, alkoxyalkyl, -SCN. -NHS02R^ -S02NR'^2» 
-CN, -S(0)R\ perhaloacyl, perhaloalkyl, perhaloalkoxy, Ci-Cs alkyl, C2-C5 alkenyl, C2-C5 alkynyl, 
and lower alicyclic, or together and E^ or E^ and form an aimulated cyclic group; 

X^ is selected from -CRV, -CF2-, -CRVO-, -CR^2-S-, -C(0)-0-, -C(0>S., 
-C(S)-0-, and -CR^2-NR^^-, and wherein in the atom attached to the phosphorus is a carbon atom; 
with the proviso that X^ is not substituted with -COOR^, -SO3H, or -P03R^2; 
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is selected from and -H; 
R' is selected from allcyl, aryl, alicyclic, and aralkyl; 

each R* is independently selected from -H, and alkyl, or together and R"* form a 
cyclic alkyl group; 

each R' is independently selected from -H, alkyl, aralkyl, and alicyolic, or together R** 
and r' form a cyclic alkyl group; 

r' ' is selected from alkyl, aryl, -NR^2, and -OR^; 
r'* is selected from lower alkyl, -H, and -COR^. 

2-114 (Canceled). 

1 1 5 (New). The pharmaceutical composition according to claim 1 , wherein M is 




A" is of -H, -NR^, -CONR''2, -CQiRK halo. Ci-Ce alkyl, Ca -Cs alkenyl, Cj -Ce alkynyl, C, 
-Csperhaloalkyl, C, -Cs haloalkyl. aiyl, -CH2OH, -CHjNR^a . -CH2CN, -CN, -C(S)NH2, -0R\ -SR^ 
-N3, -NHC(S)NR\ and-NHAc; 

B" is -H, alkyl, alkenyl, alkynyl, aiyl, alicyclic, aralkyl, alkoxyalkyl, -C(0)R", -C(0)SR^ - 
SO2R' -S(0)R^ -CN, -NR*2. -0R\ -SR\ perhaloalkyl, and halo, all except -H, -CN, perhaloalkyl, 
and halo are optionally substituted; 

X is selected from the group consisting of methylenoxycarbonyl and fliran-2,5-diyl; 

YR' is OH or Y is NR^ wherein R* is selected from H, lower alkyl, acyclooxyalkyl, 
alkoxycarbpnylalkyl, or lower acyl; and R' is independently selected from the group consisting of -H, 
-[C(R^)2lq-C00R\ .C(R*)2COOR^ -[C(R^)2]q-C(0)SR^ and ^cloalkylene-COOR\ wherein R'* is, 
independently, alkyl or H and R3 is alkyl, aryl, alicyclic or aralkyl. 
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1 16 (New). The pharmaceutical composition of claim 115, wherein A" is -NH2, -CI, -Br, 
or "CH3; B" is "H, -C(0)OR^ -C(0)SR^ Ci -C^ alkyl, C(0)R' \ alicyclic, halo, heteroaryl, or -SR^ 
and all except -H, and halo are optionally svibstituted. 

117. (New). The phannaceutical composition of claim 1 1 6, wherein A" is -NH2; B" is a C i 
-Ce alkyl or C(0)R* \ wherein R^ * is alkyL 

1 1 8 (New), The pharmaceutical composition of claim 115, wherein X is fiiran-2,5-diy L 

1 19 (New). The pharmaceutical composition of claim I , wherein when Y is NR^, R^ is 
selected from H, lower alkyl, acyclooxyalkyl, alkoxycarbonylalkyl, or lower acyl; and R* is 
independently selected from the group consisting of -H, -[C(R^)2]q-C00R^ ^C(R'^)^COOR^ 
-[C(R^)2]q-C(0)SR\ and -cycloalkylene-COOR^, wherein R"* is, independently, alkyl or H and R3 is 
alkyl, aryl, alicyclic or aralkyl, 

120 (New). The pharmaceutical composition of claim 1 19, wherein Y isNR^ andR^ is H; 
and Rl is -C(R'*)2COOR^ wherein R"* is, independently, H or methyl; and R^ is alkyl, 

121 (New). The pharmaceutical composition of claim 1 15, wherein A" is -NH2; B" is a 
C^'& alkyl or C(0)R^^ wherein R" is alkyl; and X is selected from the group consisting of 
methylenoxycarbonyl and furan'-2,5-diyL 

122 (New). The pharmaceutical composition of claim 121, wherein X is furan-2,5-diyL 

1 23 (Withdrawn-New). The pharmaceutical composition of claim 115, wherein A" is - 
NH2; B" is a C 1 -C6 alkyl or C(0)R^ \ wherein R' ^ is alkyl; and YRl is OH, 
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124 (New). The pharmaceutical composition of claim 1 15, wherein A" is -NH2; B" is a 
C1-C6 alkyl or C(0)R". wherein R^^ is alkyl; Y is NR^ and is H; and Rl is ^C(RV00R\ 
wherein R'* is, independently, H or methyl; and R^ is alkyl, 

125 (Withdrawn-New). The pharmaceutical composition of claim 1, wherein X is 
furan-2,5-diyl and YR' is OH. 

1 26 (New). The pharmaceutical composition of claim 1 , wherein X is furan-2,5-diyl; Y is 
NR^ and is H; and Rl is -C(R^)2C00R\ wherein R"* is. independently, H or methyl; and R^ is 
alkyl. 

127 (Withdrawn-New). The pharmaceutical composition of claim 1 15. wherein A" is - 
NH2; B" is a C1-C6 alkyl or C(0)R^\ wherein R^^ is alkyl; X is selected from the group consisting 
of methylenoxycarbonyl and furan-2,5-diyl; and YR' is OH. 

128 (Withdrawn-New). The pharmaceutical composition of claim 127, wherein X is 
furan-2,5-diyl. 

129 (New). The pharmaceutical composition of claim 1 1 5, wherein A" is -NH2; B" is a 
C1-C6 alkyl or C(0)R'\ wherein R^^ is alkyl; X is selected from the group consisting of 
methylenoxycarbonyl and furan-2,5-diyl; Y is NR^ and is H; and Rl is -C(R^)2C00R\ wherein 
R"^ is, independently, H or methyl; and R^ is alkyl. 

130 (New). The pharmaceutical composition of claim 1 29, wherein X is furan - 2, 5 - diyl. 

1 3 1 (new). The pharmaceutical composition according to claim 1 , wherein said FBPase 

inhibitor is 

Compound J 
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132 (New). The pharmaceutical composition according to claim I, wherein said 
sulfonylurea antidiabetic agent is glyburide and said FBPase inhibitor is 
Compound J 

o 




133, (New) The pharmaceutical composition of claim 1, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

O 




SO2NHCNH B 



(XV) 



wherein 
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A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkylj and heterocyclic alkyl. 

134. (New) The pharmaceutical composition of claim 133, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcyclamide, and glimepiride. 

135. (New) The pharmaceutical composition of claim 131, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 




(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl. aralkyl» heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

136. (New) The pharmaceutical composition of claim 135, wherein said sulfonylurea 
antidiabetic agent is selected from glisoxepid, acetohexamide, chlorpropamide, glibomuride, 
tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, tolcyclamide, 
and glimepiride. 

137. (New) The pharmaceutical composition of claim 129. wherein said sulfonylurea 
antidiabetic agent is a compoimd of formula XV; 
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(XV) 



wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryl, and cycloalkyl; 

and 

B is selected fix>m alkyl, cycloalkyl, and heterocyclic alkyl 

138. (New) The pharmaceutical composition of claim 137, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid^ acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide. phenbutamide, 
tolcyclamide, and glimepiride. 

139. (New) The pharmaceutical composition of claim 130, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 




(XV) 



wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryU and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyL 

140* (New) The pharmaceutical composition of claim 139, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetobexamide, chlorpropamide, 

J:\METV037CXT\Amd--Res|^£lccti(>n.doflfDNB/sl 



PAGE 19/30 ' RCVD AT 4/24/2006 5:10:29 PM [Eastern Daylight Time] ' SVR:USPTO-EF)(RF-1/10 * DNIS:27383flO * CSID:3523725800 * DURATION (fnfi»-ss):15-38 



APR-24-2006 HON 05:20 PM SALIWANCHIK, LLOYD&SALIWA FAX NO. 3523725800 



P. 



19 Docket No. MET-037CXT 

Serial No. 09/900,364 

glibomuride, tolbutaxnide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcyclamide, and glimepiride. 

141. (Withdrawn-New) The phannaceutical composition of claim 127, wherein said 
sulfonylmea antidiabetic agent is a compound of formula XV: 




(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyU aryl. aralkyl, heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

142. (Withdrawn-New) The pharmaceutical composition of claim 141 , wherein said 
sulfonylurea antidiabetic agent is selected from glyburidc, glisoxepid, acetohexamide, 
chlorpropamide, glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, 
glyhexamide, phenbutamide, tolcyclamide, and glimepiride. 

143; (Withdrawn-New) The pharmaceutical composition of claim 128, wherein said 
sulfonylurea antidiabetic agent is a compound of formula XV: 




(XV) 



wherein 
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A is selected fix)in hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl. heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

1 44. (Withdrawn-New) The pharmaceutical composition of claim 1 43 , wherein said 
sulfonylurea antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, 
chlorpropamide, glibomuride, tolbutaniide, tolazamide, glipizide, gliclazide, gliquidone, 
glyhexamide, phenbutamide, tolcyclamidc, and glimepiride. 

145, (New) The pharmaceutical composition of claim 115, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

y SOjNHCNH B 

(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl. aryl, aralkyl, heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl 

146, (New) The pharmaceutical composition of claim 145, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcy clamide, and glimepiride, 

147. (New- Withdrawn) A method of treating an animal having diabetes comprising the 
administration of a composition according to claim 1 to an animal, 
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1 48 (Withdrawn-New). The method of claim 1 47, wherein M of said FBPase inhibitor 

is 



A" is of -H, .NR''2, -CONRS, -CO^^. halo, Ci-Cs alkyl. C2 -d alkenyl, C2 -Ce alkynyl, C, 
-Cfi perhaloalkyl. Ci -Cs baJoalkyl, aryl, -CH2OH. -CHaNR^ , ^HaCN. -CN, -C(S)NH2, -0R\ -SR^ 
-N3, -NHC(S)NR*2. and -NHAc; 

B" is -H. alkyl, alkenyl, alkynyl. aryl. alicyclic, aralkyl, alkoxyalkyl, -C(0)R". -C(0)SR\ - 
SO2R' -S(0)R\ -CN. -NR'2, -0R\ -SR^ perhaloalkyl, and halo, all except -H, -CN, perhaloalkyl, 
and halo are optionally substituted; 

X is selected from the group consisting of methylenoxycarbonyl and ftiran-2,5-diyl; 

YR^ is OH or Y is NR*', wherein R* is selected from H, lower alkyl, acyclooxyaJkyl, 
alkoxycarbonylalkyl, or lower acyl; and R' is independently selected from the group consisting of -H, 
-[C(R^)2]q-COOR^ -C(R'*)2C00R\ -[C(R^)2]q-C(0)SR^ and -cycloalkylene<:OOR^ wherein R" is, 
indepesnderitly, alkyl or H and is alkyl, aryl, alicyclic or aralkyl. 

149 (Withdrawn-New). The method of claim 148, wherein A" is -NH2, -Cl, -Br, or - 
CH3; B" is -H, -C(0)OR^ -C(0)SR\ Ci -C« alkyl, C(0)R' alicyclic, halo, heteroaryl, or -SR^ and 
all except -H, and halo are optionally substituted. 

1 50 (Withdrawn-New). The method of claim 149, wherein A" is -NH2; B" is a Cj -Ce 
alkyl or C(0)R", wherein R' ' is alkyl. 

151 (Withdrawn-New). The method of claim 148, wherein X is furan-2,5-diyl- 

152 (Withdrawn-New). The method of claim 147, wherein when Y is NR*, R* is 
selected from H, lower alkyl, acyclooxyalkyl, alkoxycarbonylalkyl. or lower acyl; and R' is 
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independently selected from the group consisting of -H, -[C(R**)2)q-C00R^, -C(R'*)2COOR^, 
-[C(R^)2]q-C(0)SR^, and -cycloalkylene-C0OR^ wherein R'* is, independently, alkyl or H and R3 is 
alkyl, aryl, alicycUc or aralkyl. 

153 (Withdrawn-New). The method of claim 1 52, wherein Y is NR' and R* is H; and 
Rl is -C(R'*)2COOR^ wherein R'* is, independently, H or methyl; and R^ is alkyl. 

1 54 (Withdrawn-New). The method of claim 1 48, wherein A" is -NH2; B" is a C ^-C* 
alkyl or C(0)R^^ wherein R" is alkyl; and X is selected from the group consisting of 
methylenoxycarbonyl and furanr2,5-diyl. 

155 (Withdrawn-New). The method of claim 154, wherein X is furan-2,5-diyl. 

156 (Withdrawn-New). The method of claim 148, whereinA"is-NH2;B''isaCl-C6 
alkyl or C(0)R", wherein R" is alkyl; and YRl is OH. 

157 (Withdrawn-New). The method of claim 148, wherein A" is -NH2; B" is a C 1 -C6 
alkyl or C(0)R", wherein R" is alkyl; Y is NR'^ and R'^ is H; and Rl is -C(R'^2C00R\ wherein R* 
is, independently, H or methyl; and R^ is alkyl. 

1 58 (Withdrawn-New). The method of claim 147, wherein X of said FBPase inhibitor 
is fijran-2,5-diyl and YR' is OH. 

159 (Withdrawn-New). The method of claim 147, whereinXofsaidFBPaseinhibitor 
is fitran-2,5-diyl; Y is NR*^ and R^ is H; and Rl is -C(R'*)2C00R\ wherein R* is, independently, H or 
methyl; and R^ is alkyl 
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160 (Withdrawn-New). The method of claim 148. wbereitt A" is -NH2; B" is a CI-C6 
allcyl or C(0)R", wherein R" is alkyl; X is selected from the group consisting of 
methylenoxycarbonyl and furai>2,5-diyl: and YR^ is OH. 



1 62 (U^ithdrawn-New). The method of claim 1 48, wherein A" is -NH2; B" is a CI -C6 
alkyl or C(0)R", wherein R^^ is alkyl; X is selected from the group consisting of 
methylenoxycarbonyl and furan-2,5-diyl; Y is NR* and R* is H; and Rl is -C(R'^2COOR^ wherein 
R'' is, independently, H or methyl; and R^ is alkyl. 

163 (Withdiawn-New). The method of claim 162, wherein X is furan - 2, 5 - diyl. 

164. (Withdrawn-New). The method of claim 147, wherein said FBPase inhibitor is 
Compound J 



165 (Mthdrawn-New). The method of claim 147, wherein said sulfonylurea 
antidiabetic agent is glyburide and said FBPase inhibitor is 
Compound J 
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166. (Withdrawn-New) The method of claim 147, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 




(XV) 



wherein 

A is selected from hydrogen, halo, alkyl, alkanoyi, aryl, aralkyl, heteroaiyl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyL 

167. (Withdrawn-New) The method of claim 166, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcyclamide, and glimepiride. 

168. (Withdrawn-New) The method of claim 164, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 
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(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryU and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

169; (Withdrawn-New) The method of claim 168, wherein said sulfonylurea 
antidiabetic agent is selected from glisoxepid, acetohexamide, chlorpropamide, glibomuride, 
tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, tolcyclamide, 
and glimepiride. 

1 70-. (Withdrawn-New) The method of claim 162, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

\ ° 




SO2NHCNH B 

(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aiyl, aralkyl, heteroaryJ, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

17 L (Withdrawn-New) The method of claim 170, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide. 



J:\MET\037CXT\Amd'Rc5iAElcctiOn,<IorfDNB/fil 



PAGE 26/30 * RCVD AT 4/2412006 5:10:29 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1/10 ' DNIS:2738300 ' C8ID:3523725800 ' DURATION (inin-ss):15-38 

It 



APR-24-2006 MON 05:24 PM SALIWANCHIK. LLOYD&SALIWA FAX NO. 3523725800 



P. 



26 Docket No. MET-037CXT 

Serial No. 09/900,364 

glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide. 
tolcyclamide, and glimepiride. 

172. (Withdrawn-New) The method of claim 163, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

O 




SO2NHCNH— B 
(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryU aralkyl, heteroaryl, and cycioalkyl; 

and 

B is selected from alkyl, cycioalkyl, and heterocyclic akyl 

173. (Withdrawn-New) The method of claim 172, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcyclamide, and glimepiride. 

174, (Withdrawn-New) The method of claim 160, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

\_ II 




SOzNHCNH B 

(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryl, and cycioalkyl; 

and 

J:\MET\037CXT\Amd-Resp\Elcction.dw/DNB/sI 

PAGE 27/30 * RCVD AT 4/24/2006 5:10:29 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1/10 * DNIS:2738300 ' CSID:3523725800 ' DURATION |mfn-ss):15'38 



APR-24-2006 MON 05:24 PM SALIWANCHIK, LLOYD&SALIWA FAX NO. 3523725800 



P. 28 



27 Docket No. MET-037CXT 

Serial No. 09/900,364 

B is selected from alkyl, cycloalkyl. and heterocyclic alkyl. 

175. (Withdrawn-New) The method of claim 174, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, gUsoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide> phenbutamide. 
tolcyclamide, and glimepiride, 

176. (Withdrawn-New) The method of claim 161, wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

^) SO2NHCNH B 

(XV) 
wherein 

A is selected ftom hydrogen, halo, alkyl, alkanoyl, aryU aralkyl, heteroaiyl, and cycloalkyl; 

and 

B is selected fix>m alkyl, cycloalkyl, and heterocyclic alkyl. 

177. (Withdrawn-New) The method of claim 176, wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
tolcyclamide, and glimepiride* 
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178. (Withdrawn-New) The method of claim 147. wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 

— SOaNHCNH B 



(XV) 

wherein 

A is selected from hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryl, and cycloalkyl; 

and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

179. (Withdrawn-New) The method of claim 178, wherein said sulfonylurea 
antidiabetic agent is selected from glyburlde. glisoxepid, acetohexamide, chlorpropamide, 
glibomuride, tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, 
toloyclamide, and glimepiride. 
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